MAY-23-2005 HON 05:40 PM SENNIGER POWERS 



FAX NO. 3142314342 



P. 03 



PHA 4142.2 (2891/3) 
PATENT 



listing of they Claims 



1. (Cancelled) 

2. (Previously presented) A combination comprising a selective leukotriene B 4 receptor 
antagonist and a cyclooxygenase-2 selective inhibitor selected from Taisho NS-398 
(Methanesulfonamide, N-[2-(cyclohexyloxy)-4-nitrophen>1]), meloxicam (2H-1,2- 
Benzothiazme-3-catboxamide, 4-hydroxy-2-methyl-N-(5-metbyI-2-tbia2:olyl)-, 1,1-dioxide), 
flosulide (Methanesulfonamide, [6-(2,4-difluorophenoxy)-2,3-dihydro-l -oxo-1 H-inden-5-yI]), 
Merck MK-966 (2(5H)-Furanone, 4^[4-(methylsulfonyl)phenyl]-3-phenyl) f Merck L-752,860, 
compounds of Formula I 



wherein A is a substituent selected from partially unsaturated or unsaturated heterocyclyl 
and partially unsaturated or unsaturated carbocyclic rings; 

wherein R' is independently selected from the group consisting of heterocyclyl, 
cycloalkyl, cycloalkenyl and aryl, wherein R 1 is optionally substituted at a substitutable position 
with one or more radicals selected from alkyl, haloalkyl, cyano, carboxyl, alkoxycarbonyl, 
hydroxyl, hydroxyalkyl, haloalkoxy, amino, alkylamino, arylaraino, nitro, alkoxyalkyl, 
alkylsufinyl, ha)o, alkoxy and alkylthio; 

wherein R* is methyl or amino; and 

wherein R? is a radical selected from hydrido, halo, alkyl, alkenyl, alkynyl, oxo, cyano, 
carboxyl, cyanoalkyl, heterocyclyloxy, alkyloxy, alkylthio, alkylcarbonyl, cycloalkyl, aryl, 
haloalkyl, heterocyclyl, cycloalkenyl, aralkyl, heterocyclylalkyl, acyl, alkylthioalkyl, 
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hydroxyalkyl, alkoxycaibonyl, aiylcaibonyl, aralkylcarbonyl, aralkenyl, alkoxyalkyl, 
arylthioalkyi, aryloxyalkyl, aralkylthioalkyl, aralkoxyalkyl, alkoxyaralkoxyalkyl, 
alkoxycarbonylalkyl, aminocarbonyl, aminocarbonylalkyl, alkylaminocarbonyl, 
N-arylaminocarbonyl, N-alkyl-N-arylaminocarbonyl, alkylaminocarbonylalkyl, carboxyalkyl, 
alkylamino, N-arylamino, N-aralkylamino, N-alkyl-N-aralkylamino , N-alkyl-N-arylamino, 
aroinoalkyl, alkylaminoalkyl, N-arylaminoalkyl, N-aralkylaminoalkyl, N-alkyl-N- 
aralkylaminoalkyl, N-alkyl-N-arylaminoalkyl, aryloxy, aralkoxy, arylthio, aralkyithio, 
alkylsulfinyl, alkylsulfonyl, aminosulfonyl, alkylaminosulfonyl, N-aiylaminosulfonyl, 
arylsulfonyl, N--alkyl-N-arylaminosulfonyl, 

and pharmaoeutically-acceptable salts of Formula! 

3. (Previously presented) The combination of Claim 2 wherein the selective leukotriene 
B 4 receptor antagonist is selected from Bayer Bay-x-1005 ((R)-a- _Cyclopentyl-4-(2- 
quinolmylmethoxy) benzene acetic acid), Ciba-Geigy CGS-25019C (Benzamide, 4-[[5-[4- 
(aminoiminomethyl)phenoxy]pentyl]oxy]-3-methoxy»N,N-bis( 1 -methylethyl)-, (2Z)-2- 
butenedioate), ebselen (l,2-Benzisoselenazol'3(2H)-one f 2-phenyl), Leo Denmark ETH-615 
(Benzoic acid, 4-[[[(3-fluorophenyl)methyl][4.(2^uinolinylmethoxy)phenyl]amm 
Lilly LY-2931 11 (Benzoic acid, 2.[3-[3-[(5-efeyl.4'.fluoro-2-hydroxy[l 5 V-biphenyl]-4- 
yl)oxy]propoxyj-2-propylphenoxy]X Ono ONO-4057 (Benzenepropanoic acid, 2-(4- 
carboxybutoxy)-6-[[(5E)-6-(4-methoxyphenyl)-5-hexenyl]oxy]), Terumo TMK-688 (Carbonic 
acid, 4-[5-[[2-[<HdiphenylmethoxyH^ 

methoxyphenyl ethyl ester), Boehringer Jngleheim BI-RM-270 (2-Benzoxazolamine, N-[(lS)-2- 
cyclohexyM-(2-pyridinyi)ethyl]-5-methyl), Lilly LY 213024 (Benzenepropanoic acid, 5-(3- 
carboxyben2oyl)-2-(decyloxy)), Lilly LY 264086 (9H-Xanthene-4-propanoic acid, 7-carboxy-3- 
(decyloxy>9-oxo), Lilly LY 292728, Ono ONO LB457 (Benzenepropanoic acid, 2-(4- 
carboxybutoxy)-6-[[(5E)-6-(4-methoxyphenyl)-5-hexenyl]oxy]) 1 Pfizer 105696, Perdue Frederick 
PF 10042 (Pyrrolidine, l-[5.hydmxy-5.[8-(l-hydroxy-2-phenylethyl)-2-dibemofuranyl]-l- 
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oxopentyl]), Rhone-Poulenc RorerRP 66153 (2-Thiopheneheptanoic acid, a,a-dimethyl-3-(3- 
phenylpropyl)), SmithKline Beecham SB-20U46 (2-Propenoic acid, 3-[6-[[(3- 
anunophenyl)suifroyl]methyl]-3-[[8^ 

SmithKline Beucham SB-201993 (Benzoic acid, 3-[[[[6-[(l£)-2-carboxyethe^ 
methoxyphenyl)cK5tyl]oxy]-2-pyridinyl]m^ Searle SC-53228 (2H-1- 

Benzopyran-2-propanoic acid, 7-[3-[2-(cyclopropylmethyl)-3-methoxy-4- 
[(methylamino)carbonyl]phenoxy]propoxy]-3,4-dihydro-8-prop>1-, (2S)), Sumitamo SM 15178 
(P-Alanine, N-[[6-[(4-acctyl-2-ethyl-5-hydroxyphenoxy)metbyl]-2- pyridinyl]carbonyl]-N-etbyJ) 3 
American Home Products WAY 121006 ([l,r-Biphenyl]-4-acetic acid, 2-fluoro-4 , -(2- 
quinolinylmetboxy)), Bayer Bay-o-8276, calcitriol (9,10-Secocholesta-5 t 7 f 10(19)-triene-l f 3 f 25- 
triol, (1 a,3 p,5Z,7E)), Warner-Lambert CI-987 (2,4-Thiazolidinedione,5-|:[3,5.bis(l,l- 
dimethylethylH-hydroxyphenyl]methylene]), Merck and Co. L-651392 (SH-Phenothiazin-S-one, 
4-bromo-2 > 7-dimethoxy) > Lilly LY 210073, Lilly LY 223982 (Benzenepropanoic acid, 5-(3- 
carboxybenzoy]V2-[[(5E)-6-(4-methoxyphenyl).5- hexenyl]oxy]), Lilly LY-233569 (2- 
Propenamide, -hydroxy.N-methyl-3^2-(methyltbio)pbenyl]) 7 Lilly LY-255283 (Ethanone, l-[5- 
ethyl-2-hydroxy-4-[[6-methyl-6^lH-tetrazol-5-yl)heptyl]oxy]phenyl]) 9 Merck and Co. MK-S91 
(lH-Indole-2-propanoic acid, l-[(4-cWorophenyl)methyl]-3-[(l .l-dimethyletbyOthio]^^- 
dimethyl-5-(2-quinolinylmethoxy)-, sodium salt), Ono ONO-LB-448, Purdue Frederick PF-5901 
(BenzenemethanoJ, a-pentyl-3-(2-quinolinylmethoxy)), Rhone-Poulenc Rorer RG 14893 (2- 
Naphthalenecarboxylic acid, 4-[2-[methyl(2-phenylethyl)amino]-2-oxoethyl]-8- 
(phenylmethoxy)), Rhone-Poulenc Rorer RP 66364, Rhone-Poulenc Rorer RP 69698 (Pyridine, 
2-[[5-methyl-5-(lH-tetrazol-5-yl)hexyl]oxy]-4,6-diphenyl), Searle SC-41930 (2H-l-Benzopyran- 
2-carboxylic acid, 7-[3-(4-acetyl-3-methoxy-2-propylphenoxy)propoxy]-3 > 4-dihydro-8-propyl), 
Searle SC-50505, Searle SC-51 146, SmithKline Beecham SK&F-104493 (5H-Pyrrolo[l,2- 
a]imidazole, 6,7-dihydro-2-(4-methoxypbenyl)-3-(4-pyridinyl)), and Teinjin TEI-1338 (Benzoic 
acid, 2-[[4-[2-[2-(2-n^hthalenyl)ethenyl]cycIopropyl]-l-oxobutyl]ammo]- 7 methyl ester, [1R-[1 

*a p(E)]]>. 
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4. (Previously presented) The combination of Claim 3 wherein the selective leukotriene 
B 4 receptor antagonist is selected from Bayer Bay-x-1 005 ((R)-oc- CyclopentyM-(2- 
quinolinylmethoxyjbenzeneacetic acid), Ciba-Geigy CGS-25019C (Benzamide, 4-[[5-[4- 
(aminoiminomufoyl)phenoxy]pen^ (2Z)-2- 
butenedioate), ebselen (l,2-Benzisoselenazol-3(2H)-one, 2-phenyl), Leo Denmark ETH-615 
(Benzoic acid, <H[[(3-fluorophenyl)methyl][4-(2-^ 

Lilly LY-293U1 (Benzoic acid, 2-[3-[3.[(5-ethyl-4^fluoro-2-hydroxy[l,r-biphenyl]^ 
y!)oxy]propoxy]-2-prop>1phenoxy}) > Ono ONO-4057 (Benzenepropanoic acid, 2-(4- 
carboxybutoxy)-6-[[(5E)-6-(4-methoxyphenyl>-5-hexenyl]oxy]) f Terumo TMK-688 (Carbonic 
acid, 4-[5-[[2-[4-(diphenylmethoxy)-^^ 

methoxyphenyl ethyl ester), Boehringer Ingleheim BI-RM-270 (2-Benzoxazolamine, N-[(1S>2- 
cyclohexyl-l-(2-pyridinyl)ethyl]-5-methyl) f Lilly LY 213024 (Benzenepropanoic acid, 5-(3- 
carboxybenzoyl)-2-(decyloxy)), Lilly LY 264086 (9H-Xanthene-4-propanoic acid, 7-carboxy-3- 
(decyloxy)-9-oxo), Lilly LY 292728, Ono ONO LB457 (Benzenepropanoic acid, 2-(4- 
carboxybutoxy)-6-[[(5E)-6-(4-methoxyphenyl)-5-hexenyl]oxy]), Pfizer 105696, Perdue Frederick 
PF 10042 (Pyrrolidine, l-[S-hydroxy-5-[8^l-hy<froxy-2-^ 

oxopentyl]), Rhone-Poulenc RorerRP 66153 (2-Thiopheneheptanoic acid, oi 9 a-dimethyl-3-(3- 
phenylpropyl)), SmithKline Beecham SB-201 146 (2-Propenoic acid, 3-[6-[[(3- 
aminophenyl)sulfinyl]methyl]-3-[[8-(4- methoxyphenyl)octyl]oxy]-2-pyridinyl]-, (2E)) 3 
SmithKline Beecham SB-201993 (Benzoic acid, 3-[[[[6-[(lE)-2-cari>oxyethenyl]-5-[[8-(4- 
methoxyphenyl)cKJtyl]oxy]-2-pyridinyl]methyl]thio]methyl]) f Searle SC-53228 (2H-1- 
Benzopyran-2-propanoic acid, 7-(3-[2-(cyclopTOpylmethyl)-3-methoxy-4- 
[(methylamino^arbonyllphenoxylpropoxy^S^-dihydro-S-propyl-, (2S)), Sumitamo SM 15178 
(P-Alanine,N-[|6-[(4-acetyl'2-ethyl-5-hydroxyphenoxy)methyl]-2- pyridinyl]carbonyl]-N-ethyl), 
and American Home Products WAY 121006 ([l,r-Biphenyl]-4-acetic acid, 2-fluoro-4 ? -(2- 
quinolinylmethoxy)), 

* 
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5. (Witt tdrawn) The combination of Claim 4 wherein the selective leukotriene B 4 
receptor antagonist is selected from Bayer Bay-x-1005 ((R)-a-Cyclopentyl-4-(2- 
quinolinylmethoxy)benzeneacetic acid), Ciba-Geigy CGS-25019C (Benzamide, 4-[[5-[4- 
(aminoiminomethyl)phenoxy]pentyl]oxy]0-metho (2Z)-2- 
butenedioate), ebselen (l > 2-Benzisoselenazol-3(2H)-one > 2-phenyl), Leo Denmark ETH-615 
(Benzoic acid, 4-[[[(3-fluorophenyl)methyl][4-(2-q 

UUy LY-293U 1 (Benzoic acid, 2-[3-[3-[(5-ethyl-4 , -flnoro-2-hydroxy[l > r-biphenyl]^- 
yJ)oxy]propoxy]-2-propylphenoxy]), Ono ONO-4057 (Benzenepropanoic acid, 2-(4- 
carboxybutoxy)-6-[[(5E)-6-(4-methoxyphenyl)-5-hexenyl]oxy]) 3 and Terumo TMK-688 
(Carbonic acid, 4-[5-[[2-[4-(diphenylmethoxy)-l-piperidinyl]ethyl]amino]-5-oxo-l ,3- 
pentadienyl)-2-methoxyphenyl ethyl ester). 

6. (Previously presented) The combination of Claim 2 wherein A is selected from 5- or 6- 
member partially unsaturated heterocyclyl, 5- or 6-member unsaturated heterocyclyl, 9- or 10- 
member unsaturated condensed heterocyclyl, lower cycloalkenyl and phenyl; wherein R 1 is 
selected from 5- or 6-membered heterocyclyl, lower cycloalkyl, lower cycloalkyenyl and aryl 
selected from phenyl, biphenyl and naphthyl, wherein R 1 is optionally substituted at a 
substitutable position with one or more radicals selected from lower alkyl, lower haloalkyl, 
cyano, carboxyl, lower alkoxycarbonyl, hydroxys lowerhydroxyalkyl, lower haloalkoxy, amino, 
lower alkylamino, phenylamino, lower alkoxyalkyl, lower alkylsulfinyl, halo, lower alkoxy and 
lower alkylthio; wherein R 2 is methyl or amino; and wherein R 3 is a radical selected from 
hydrido, oxo, cyano, carboxyl, lower alkoxycarbonyl, lower carboxyalkyl, lower cyanoalkyl, 
halo, lower alkyl, lower alkyloxy, lower cycloalkyl, phenyl, lower haloalkyl, 5- or 6-membered 
heterocyclyl, lower hydroxyalkyl, lower aralkyl, acyl, phenylcarbonyl, lower alkoxyalkyl, 5- or 6- 
membered heteroaryloxy, aminocarbonyl, lower alkylaminocarbonyl, lower alkylamino, lower 
aminoalkyl, lower aikylaminoalkyl, phenyloxy, lower aralkoxy, and a pharmaceuticaliy- 
acceptable salt thereof. 

6 
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7. (Previously presented) The combination of Claim 6 wherein A is selected from 
oxazolyl, isoxazolyl, thienyl, dihydrofuryl, furyl, pyrrolyl, pyrazolyl, thiazolyl, imidazolyl, 
isothiazolyl, benzofuryl, cyclopentenyl, cyclopentadienyl, phenyl, and pyridyl; wherein R 1 is 
selected from pyridyl optionally substituted at a substitutable position with one or more methyl 
radicals, and phenyl optionally substituted at a substitutable position with one or more radicals 
selected from methyl, ethyl, isopropyl, butyl, terf-butyl, isobutyi, pentyl, hexyj, cyano, 
fluoromethyl, difluoromethyl, trifluoromethyl, carboxyl, methoxycarbonyl, ethoxycarbonyl, 
hydroxymethyl, trifluoromethoxy, hydroxyl, amino, N-methylamino # N,N-dimethylamino, N- 
ethylammo, N,N-dipropylamino t N-butylamino, N-methyl-N-ethylamino t phenylamino, 
methoxymethyl, methylsulfinyl, fluoro, chloro, bromo, methoxy, ethoxy, propoxy, n-butoxy, 
pentoxy, and methylthio; wherein R 2 is methyl or amino; and wherein R 3 is a radical selected 
from hydrido, oxo, cyano, carboxyl, methoxycarbonyl, ethoxycarbonyl, carboxypropyl, 
caiboxymethyl, carboxyethyl, cyanomethyl, fluoro, chloro, bromo, methyl, ethyl, isopropyl, 
butyl, ter/-butyl, isobutyl, pentyl, hexyl, difluoromethyl, trifluoromethyl, pentafluoroethyL, 
heptafluoropropyl, difluoroethyl, difluoropropyl, methoxy, ethoxy, propoxy, n-butoxy, pentoxy, 
cyclohexyl, phenyl, pyridyl, thienyl, thiazolyl, oxazolyl, fuiyl, pyrazinyl, hydroxylmethyl, 
hydroxylpropyl, benzyl, formyl, phenylcarbonyU ethoxymethyl, furymethyloxy, aminocarbonyl, 
N-methylaminocarbonyl, N,N-dimethylaminocarbonyl, N,N-dimethyJaroino, N-ethylamino, N,N- 
dipropylamino, N-butylamino, N-methyl-N-ethylarnino, aminomethyl, N,N- 
dimethylaminornethyl, N-methyl-N-ethylaminomethyl, benzyloxy, phenyloxy, and a 
pharmaceutically-acceptable salt thereof. 

8. (Withdrawn) The combination of Claim 3 wherein the cyclooxygenase-2 selective 
inhibitor is selected from the group consisting of 

5-(4-fluorophenyl)- 1 -[4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)pyrazole; 
4-(4-fluorophenyl)-5-[4-(methylsulfonyl)phenyl]- 1 -phenyl-3-(trifluoromethyl)pyrazole; 

7 
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4-(5-(4-chloropheayl)0-(4-irieto 

4-(3, 5-bis(4-methyJphenyl)- 1 H-pyrazol- 1 -yl)benzenesuifonamide; 
4-(5-(4-chlorophenyl)-3-phenyl- lH-pyrazol- 1 -yl)benzenesiUfonanude; 
4-(3 > 5-bis(4-methoxyphenyl)- 1 H-pyrazol- 1 -yl)benzenesulfonamide; 
4-<5-(4-chlorophenyl)-3-(4-methylphenyl)- lH-pyrazol- 1 -yl)benzenesulfouamide; 
4-(5-(4-chloropheayl>3^4-nitrophe^ 

4-(5-(4-chlorophenyl)-3-(5 cUoro-2-thienyl)-lH-pyrazoI-l-yl)benzenesulfonamide^ 

4-(4-chloroO,5-diphenyl-lH-pyrazol-l-yl)bcnzencsulfonamide; 

4-[5-(4-chIorophenyl)-3-(triflu^^^ 

4-[5-phenyl-3-(trifluoromethyl>lH^ 

4-[5-(4-fluorophenyl>3-(trifluoromethyl)-lH-pyrazol-l-yl]benzen 
4-[5-(4-methoxyphenyl)-3-(trifluoromethyl)' 1 H-pyrazol- 1 -yl]benzenesulfonamide; 
4-[5-(4-chloropbenyl)-3-(difluoro^ 

4*[5-(4-methylphenyl)-3-(trifluoromethyl)- lH-pyrazol- 1 -yl]benzenesulfonamide; 
4-[4-chloro-5-(4-chlorophenyl)-3 -(trifluoromethyl)- 1 H-pyrazol- 1 -yljbenzenesulfonamide; 
4-[3-(difluororoethyJ)-5-(4-methy^^ 
4-[3-(difluororaethyl)-S-phenyl-lH-py^ 

4-[3-(difluoromethyl)-5-(4-metboxypbenyl)- 1 H-pyrazol- 1 -yljbenzenesujfonaniide; 
4-[3-cyano-5 -(4-ftuorophenyl)- 1 H-pyrazol- 1 -yl]benzenesulfonaraide; 
4-[3-(difluoromethyl)-5-(3-fluoro-4-m 
4-[5-(3-fluoro-4-methoxyph(^yl)-3-(tf^ 
4-[4-chloro-5-phenyl- 1 H-pyrazol- 1 -yl]benzenesulfonamide; 
4-[5-(4-chlorophenyl)-3-(hydroxymethyl)- 1 H-pyrazol- 1 -yl]benzenesulfonamide; 

4- [S-(4-(N,N-diBethylaimno)p^^^ 

5- (4-fluorophenyl)-6-[4-(methylsulfonyl)phenyl]spiro[2,4]hept-S-cne; 
4-[6-(4-fluorophenyl)spiro[24]hept^ 

6- (4-fluorophenyl)-7-[4-(methylsulfonyl)pbenyl]$piro[3.4]oct-6-e 

8 
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S^3-chloro^-methoxyphenyl>^ 

4- [6<3<Moro^methoxyphenyl)spiro^ 

5 -(3 ,5-dichloro 4-methoxyphenyl)-6-[4-(methylsulfonyl)phenyl}spiro[2 .4]hept-5-ene; 

5- (3-chloro^-fluorophenyl)-6-[4-(methylsulfonyl)phenyl]spiro[2.4] ; 

4- [6-(3,4-dichlorophcnyl)spko[24]hept-5-en^^ 

2-(3-chloro-4-fJuorophenyl)-4-(4-fluorophenyl)-5-(4-methylsulfonylpheny 
2-(2-chlorophenyl)4-(4-fluorophenyl)-5-^^ 

5- (4-fluorophenyl)4^4-methylsulfonylph^^ 
4-(4~fluorophenyl)-5^4-methy^ 
4-(4-fluoropheDyl)-5H!4-methylsu^^ 

4-(4-fluorophenyl)-5-(4-methylsulfonylphenyl)-2-benzylamin^ 

4- (4-fluorophenyl)-5 -(4-methylsulfony^ 
2-[(3,5^cMorophenoxy)methyl)4^4-fluo^ 

5- (4-fluorophenyl)4-(4-methylsulfonylphe^^ 

1 -methylsu!fonyi-4-[ 1 , 1 -dimethyl-4-(4-fluoropheny!)cyclopenta-2,4-dien-3-yl]benzene; 

4-[4-(4-fluoroplienyl)-1 ,1 -dimethylcyclopenta^^dien-S-y^bBiizenesulfonaniide; 

5^4-fluorophenyl)-6-[4-(methylsu^ 

4-[6^4-fluorophenyl)spiro[2.4]hep^^ 

6^4-fluotophenyl)-2-methoxy-5-[4<me^^ 

2- bromo-6^4-fluorophenylV5-[4-(methylsulfonyl)phenyl]-pyridine-3-c 

6- (4-fluorophenyl)-5-[4-(methyls^ 
4-[2-(4-methylpyridm-2-ylM-(^ 
4<2-(S-me|hylpyridinO-ylH-(^ 

4-(2-(2-methylpyridin-3-yl)»4-(trifluoromethyl)- 1 H-imidazol- 1 -yl]beti2enesul fonamide; 

3- [ 1 -[4-(methylsulfonyl)pheayl]-4-(trifluoromethyl)- 1 H-imidazol-2-yl]pyridine; 
2-[l-[4-(methylsulfonyl)phenyM«(^^ 

2-methyl-4-[ 1 -[4-(methylsulfonyl)phenyl-4-(trifluoromethyl)- lH-imidazol-2-yl]pyridine; 

9 
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2<nethyl-6-[l-|4-(me*ylsulfonyl)phenyM 
4-[2-(6-methyl]iyridm-3-yJ)-4^trifluoro 
2-(3,4-difluorophenyl>l-[4-(methy^ 
4-[2-(4-methylphenylH-(trifluorometh^^ 

2-(4^hlorophenyl)-l-[4-(methylsulfonyl)phenyl]-4-methyl-lH-imida20le; 
2^4-chloropheiiyl)-l-[4-(methylsulfoiiyl)phenyl]-4-pheoyl-lH-imidazole; 
2-(4^hlorophenyl)-4-(4-fluorophenyl)- 1 -[4-(methylsulfonyl)phenyl]- 1 H-imidazole; 
2-(3-fluoro^-methoxyphenyl)-l-[4-(methyls^ 

1- [4-(raethylsulfonyl)phenyl]-2-phenyl-4-trifluorometbyl-lH-iniidazole; 
2<4<nethylpheoyl)-l-[4-(memylsulfonyl)^^^ 

4-[2-(3-chloro-4-metliylphenyl)-4-(trifluoromethyl)- 1 H-imidazol- 1 -yljbenzenesulfonamide; 

2- (3-fluoro-5-rodhylphenyl)-I-[4-(methylsuJfonyl)phcnyl]^-(trifluoromethyl>m 
4-[2-(3-fluoro-5-metiylphenyl)-4-(trifluoromethyl)-lH-imida2ol-l-yl]benzen 
2-{3-methylphenyl)-l-[4-(methy1sulfo^ 

4-[2<3-me%lphenyl)-4-triflttOTOmethyl-lH-imidazol-l-yl]benzenesulfonamide; 

H4-(methylsulfonyl)phenyi]-2^3^hlorop^ 

4-[2-(3^hlorophenyl)^trifluorometliyMH^ 

4-[2-phenyl-4-toifluoromethyl-lH-imida20l-l-yl]benzenesulfonamide; 

4-[2-(4-methoxy-3-chlorophenyl)-4-trifluoromethyl- 1 H-imidazol- 1 -yljbenzenesulfonamide; 

l-allyl^(4-fluorophenyl)0-[4-(methyls^ 

4-[l-ethyl-4-{4-.fluorophenyl)-5<trifluoromethyl)-lH-pymo]-3-yl]ben2enesulfonainide; 

N-phenyl-[4-(4-fluorophenyl)-3-[4-(me^ 

yl]acetamide; 

ethyl [4-(4-fluorophenyl)-3-[4-(methylsulfonyl)phenyl]-5-(trifluoromethyl)-lH-pyrazol-l- 
yl]acetate; 

4-(4-fluorophenyl).3-[4-(metbylsuJfonyl)phenyl]-l-(2-phenylethyl)-lH-pyrazole; 
4-(4-fluorophenyl)-3-[4Kmethylsulfonyl^^ 

10 
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1- etfiyl-4-(4~fluorophenyl>3-^ 
5-(4-fluorophenyl)-4-(4-methyls^ 

4- [4^methylsu)fonyl)phenyl]-5-(2-thiophenyl)-2-(trifluorom 1 H-imidazole; 
5^4-fluorophenyl)-2-methoxy-4-[4-fa 

2- ethoxy-5-(4-ftuorophenyl)-4-[4-fa 

5- (4-fluorophenyl)-4-[4-(me^ 
2-bromo-5-(4-ftuorophenyl)^[4-(mtf^ 

4- [2-(3-chloix>^Mndhoxyphenyl)-4,5-di^^ 
l-(4-fluorophenyl)-2'[4-(methylsulfonyl)phenyl3benzene; 

5- difluoromethyl-4-(4-methylsu^^ 
4-[3-ethyl-5-phenylisoxazol-4-ylJben3cenesulfonamide; 
4-[5Klifluoromcjthyl-3-phen>1isoxazoM-yl]b€iizenesulfonamide; 
4-[5-hydroxymc^yl-3-phenylisoxazol-4-yl]benzenesulfonamide^ 
4-[5-methyl-3-phenyl-isoxa20l-4-yl]benzenesulfonamid 

1 -[2-(4-fluoTophenyl)cyclopenten- 1 -yl]-4-(methylsulfonyl)ben2ene; 
l-[2<4-fluoro-2-methylphenyl)cyclop^^^^ 

1 -[2-(4-chlorophenyl)cyclopenten- 1 -yl]-4-(methylsulfonyl)benzene; 

1 -[2-(2,4-dichlorophenyl)cyclopenten- 1 -yl]-4-(methylsulfonyi)benzene; 

1 -[2-(4-trifluoromethylphenyl)cyclopenten-l -yl]-4-(inethylsulfonyl)benzene; 

1 -[2-(4-methyltliiophfinyl)cyclopenten-l -yl].4-(methylsulfonyl)benzene; 

1 -[2-(4-fluorophenyl>4 > 4-dimethylcyclopenten- 1 -yl]-4-(methylsulfonyl)benzene; 

4-[2-(4-fluorophenyl)-4 > 4-djmethylcyclopenten- 1 -yl]benzenesulfonamide; 

I "[2-(4-chlorophenyl)-4,4-dimethylcyclopenten- 1 -yl]-4-(tnetbylsulfonyl)benzene; 

4-[2-(4^Worophenyl)-4,4-dimethyk 

4-[2-(4-fluorophenyl)cyclopenten-l-yl]benzenesulfonainide; 

4-[2^4-chloropliOTyl)cyclopenten-l-j4Jbenzenesulfonamide; 

1 -[2-(4«methoxyphenyl)cyclopenten- 1 -y]]-4-(methylsulfonyl)benzene; 

11 
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1 -[2-(2,3^fluorophenyl)cyclopent^^ 
4-[2<3-fluoro-4-methoxyphen^ 

1 - [2-(3-chloro^methoxyphm^ 

4-[2-(3-chloro-4-fluorophenyl)cyclopenten- 1 -yl]benzenesulfonamide; 
4-[2-(2-methylpyridin-5-yl)cyclopenten4^ 

ethyl 2-[4-(4-fluorophenyl)-5-[4-(niethylsulfonyl) phenyl]oxazol-2-yl]-2-benzyl-acetate; 

2- [4<4-fluorophenyl)-5-[4-(m^ acid; 
2-(ter/-butyiH-(4-fluorophenyl^^ 
4-(4-fluorophenyl)-5-[4<methylsiUfony 
4~(4-fluorophenyl)-2-methyl-5-[4-^^ 
4-[5-(3-fluoro-4-methoxyphenyl^ 

9. (Previously presented) A pharmaceutical composition comprising a pharmaceutically- 
acceptable carrier and a selective leukotriene B 4 receptor antagonist and a cyclooxygenase-2 
selective inhibitor selected from Taisho NS-398 (Methanesulfonamide, N-[2-(cyclohexyloxy)-4- 
nitrophenyl]), meloxicam (2H-l,2-Benzothiazine-3-carboxamide > 4-bydroxy-2-methyI-N-(5- 
methyl-2-thiazolyl)-, 1,1-dioxide), flosulide (Methanesulfonamide, N-[6-(2,4-difluorophenoxy)- 
2,3-dihydro.l.oxo-lH-inden.5-yl]), Merck MK-966 (2(5H>Furanone, 4-[4- 
(methylsulfonyI)phenyi]-3-phenyl), Merck L-752,860, compounds of Formula I 



wherein A is a substituent selected from partially unsaturated or unsaturated heterocyclyl 
and partially unsaturated or unsaturated carbocyclic rings; 




(1) 
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wherein R* is independently selected from the group consisting of heterocyclyl, 
cycloalkyl, cycloalkenyl and aryi, wherein R 1 is optionally substituted at a substitutable position 
with one or more radicals selected from alkyl, haloalkyl, cyano, carboxyl, alkoxycarbonyl, 
hydroxyl, hydroxyalkyi, haloalkoxy, amino, alkylamino, arylamino, nitro, alkoxyalkyl, 
alkylsufinyl, halo, alkoxy and alkylthio; 

wherein R 2 is methyl or amino; and 

wherein R 3 is a radical selected from hydrido, halo, alkyl, alkenyl, alkynyl, oxo, cyano, 
carboxyl, cyanoalkyl, heterocyclyloxy, alkyloxy, alkylthio, alkylcarbonyl, cycloalkyl, aryl, 
haloalkyl, heterocyclyl, cycloalkenyl, aralkyl, heterocyclylalkyl, acyl, alkylthioalkyl, 
hydroxyalkyi, alkoxycarbonyl, arylcarbonyl, aralkylcarbonyl, aralkenyl, alkoxyalkyl, 
ajylthioalkyl, aryloxyalkyl, aralkylthioalkyl. aralkoxyalkyl, alkoxyaralkoxyalkyl, 
alkoxycarbonylalkyl, aminocarbonyl, aminocarbonylalkyl, alkylaminocarbonyl, N- 
aryiaminocaibonyl, N-alkyl-N-arylaminocarbonyl, alkylaminocarbonylalkyl, carboxyalkyl, 
alkylamino, N-£irylamino, N-aralkylamino, N-alkyl~N-aralkylamino f N-alkyl-N-arylaraino, 
aminoalkyl, alkylaminoalkyl, N-arylaminoalkyl, N-aralkylaminoalkyl, N-alkyl-N- 
aralkylaminoalkyl, N-alkyl-N-arylaminoalkyl, aryloxy, aralkoxy, arylthio, aralkylthio, 
alkylsulfinyl, alkylsulfonyl, aminosulfonyl, alkylaminosulfonyl, N-arylaminosulfonyl, 
arylsulfonyl, N- alkyl-N-arylaminosulfonyl, 

and pharmaceutically-acceptable salts of Formula I. 

10. (Withdrawn) A combination comprising a cyclooxygenase-2 selective inhibitor and 
a selective leukotriene B 4 receptor antagonist wherein the selective leukotriene B 4 receptor 
antagonist is selected from the group consisting of Bayer Bay-x-1005 ((R)-a- _Cyclopentyl-4-(2- 
quinolinylmethoxy) benzene acetic acid), Ciba-Geigy CGS-25019C (Benzamide, 4-[[5-[4- 
(aminoiminomethyl)phenoxy]pentyl]oxy]-3~methoxy-N,N-bis(l-methylethyl)-, (2Z)-2- 
butenedioate), ebseleu (l,2-Ben2isoselenazol-3(2H)-one, 2-phenyl), Leo Denmark ETH-615 
(Benzoic acid, 4-[[[(3-fluorophenyl)methyl][4-(2-quinolinylmethoxy)phenyl]amino]methyl]), 

13 
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Lilly LY-29311 1 (Benzoic acid, 2-[3-[3-[(5-ethyl-4 , -fluorCH2-hydrt)xy[l ,r-bipheDyl]-4- 
yl)oxy]propoxy]-2-propylphenoxy]) t Qno ONO-4057 (Benzenepropanoic acid, 2-(4- 
carboxybutoxy)-6-[[(5E)-6-(4-methoxyphenyl)-5-hexenyl]oxy]), Terumo TMK-688 (Carbonic 
acid, 4-[5-£[2-[4-(diphenylmethoxy)-l-piperidm^ 

methoxyphenyl ethyl ester), Boehringer Ingleheim BI-RM-270 (2-Benzoxazolamine, N-[(lS>-2- 
cyclohexyl-l-(2-pyridinji)ethyl]-5 -methyl), Lilly LY 213024 (Benzenepropanoic acid, 5-(3- 
carboxybenzoyl>2-(decyloxy)), Lilly LY 264086 (9H-Xanthene-4-propanoic acid, 7-carboxy-3- 
(decyloxy)-9-oxo), Lilly LY 292728, Ono ONO LB457 (Benzenepropanoic acid, 2-(4- 
carboxybutoxy)-6-[[(5E)-6-(4-methoxyphenyl)-5-hexenyl]oxy]), Pfizer 105696, Perdue Frederick 
PF 10042 (Pyrrolidine, 1 -[5-hydroxy-5-[8-( 1 -hydroxy-2-phenylethyl>2-dibenzofuranyl]- 1 - 
oxopentyl]), Rbone-Poulenc Rorer RP 66153 (2-Thiopheneheptanoic acid, a,«-dimethyl-3-(3- 
phenylpropyl)), SmithKline Beecham SB-201 146 (2-Propenoic acid, 3-[6-[[(3- 
aminophenyl)sulfinyl]methyl]0-[[^^ (2E)), 
SmithKline Beecham SB-201993 (Benzoic acid, 3-[[[[6-[(lE>2-carboxyethenyl]-5-[[8-(4- 
methoxyphenyl)octyl]oxy]-2-pyridinyl]methyl]thio]methyl]) s Searle SC-53228 (2H-1- 
Benzopyran-2-propanoic acid, 7-[3-[2-(cyclopropylmethyl)-3-niethoxy"4- 
[(methylamino)carbonyl]phenoxy]propoxy]-3 f 4-dihydro-8-propyl-, (2S)), Sumitamo SM 15178 
(P-Alanine, N-[[6-[(4-acetyl-2-ethyl-5-hydroxyphenoxy)methyl]-2- pyridinylJcarbonyl^N-cthyl), 
American Home Products WAY 121006 ([l,r-Biphenyl]-4-acetic acid, 2-fluoro-4'-(2- 
quinolinylmethoxy)), Bayer Bay-o-8276, calcitriol (9,10-Secocholesta-5,7,10(l9)-triene-l,3,25- 
triol, (1 <x f 3 p,5Z,7E)), Warner-Lambert CI-987 (2,4-Thiazolidinedione 9 5-[[3,5-bis(l,l- 
dimethylethyl)-4-hydroxyphenyl]methy!ene]), Merck and Co. L-651392 (3H-Phenothiazin«3-onc, 
4-bromo-2,7-dimethoxy) > Lilly LY 210073, Lilly LY 223982 (Benzenepropanoic acid, 5-(3- 
carboxybenzoyl)-2-[[(5E)-6-(4-methoxyphenyl)-5- hexenyl]oxy]), Lilly LY-233569 (2- 
Propenamide, -hydroxy-N-meth>l-3-[2-(methyJthio)phenyl]), Lilly LY-25 5283 (Ethanone, l-[5- 
ethyl-2-hydroxy-4-[[6-methyl-6-(lH-tetrazol-5-yl)heptyl]oxy]phenyl]), Merck and Co. MK-591 
(lH-Indole-2-piopanoic acid, l-[(4-chlorophenyl)methyl]-3-[(l,l-dimethylethyl)thio]"a,a- 
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dimethyl-5-(2-quinoliny]methoxy>, sodium salt), Ono ONO-LB-448, Purdue Frederick PF-5901 
(Benzenemethanol, a-pentyl-S^-quinolinylmethoxy)), Rhone-Poulenc Rorer RG 14893 (2- 
Napbthalenecarboxylic acid, 4-[2-[methyl(2-pbenyletby1)araino]-2-oxoethyl]-8- 
(pbenylmethoxy)), Rhone-Poulenc Rorer RP 66364, Rhone-Poulenc Rorer RP 69698 (Pyridine, 
2-[[5-methyl-5-(lH4etrazol-5-yl^ Searle SC-41930 (2H-l-Benzopyran- 

2-carboxylic acid, 7-[3-(4-acetyI-3-methoxy-2-propylphenoxy)propoxy]-3,4-dihydro-8-propyl), 
Searle SC-S0505, Searle SC-5U46, SmithKIine Beecham SK&F-104493 (5H-Pyirolo[l,2- 
a]imidazole, e/^dihydro-a^^methoxyphenyl^^-pyridinyl)), and Teinjin TEM338 (Benzoic 
acid, 2-[[4-[2-[2-(2-imphthalenyI)etheny^ a£ 
IKE)]]); and 

wherein the cyclooxygenase-2 selective inhibitor is selected from the group consisting of 
5^4-fluorophenyl)-l-[4-(methylsulfo^ 
4-(4-fluoropheny])-5-[4-(methylsuto^ 
4-(5-(4-chlorophenyl)-3-(4-mctto 
4-(3,54>is(4-methylphenylHH-pymoM 
4-(5-(4~chlorophenyl)-3-phenyMH-pyra^ 

4-(3 f 5-bis(4-methoxyphenyl>lH-pyrazol-l-yl)benzenesulfonamide; 
4,(5.(4^hloroplienyJ)-3-(4-methylphenyl)-lH-pyrazol-l^ 
4-(S-(4-ch!orophenyl)-3 (4-nitrophenyl)- 1 H-pyra2ol- 1 -yl)benzenesulfonamide; 
4-(5-(4-chloxop] ienyl)-3-(5-chloro-2-thienyl)- 1 H-pyrazol- 1 -yl)benzenesuIfonaaude; 
4-(4-chloro-3 ,5-diphenyl- 1 H-pyrazol- 1 -yl)benzenesulfonamide; 
4-[5^4-chloroplienyl)-3-(trifluorome^ 

4-[5-phenyl-3-(t rifluoromethyl)- 1 H-pyrazol- 1 -yl] benzenesulfonamide; 

4-[5-(4-fluorophenyl)-3-(trifluon^ 

4-[5-(4-metboxyphenyl)0-(trifluorom 

4-[5-(4-chlorophenyl)-3 -(difluoromethyl)- 1 H-pyrazol- 1 -yl]benzenesulfonamide; 
4-[5<4-methylphenyl)0-(trifluorome%^ 
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4-[4-chloro-5-(4-chlorophenyl)-3<trifluoromethyl)- 1 H-pyrazol- 1 -yljbenzenesulfonanude; 
4-[3-(difluoromethyl)-5-(4-methylpheny^ 

4-[3-(difluoromethyl)-5-phenyl- 1 H-pyrazol-1 -yl]benzenesulfonamide; 

4-[3 -(difluoromethyl)-5-(4-methoxyphenyl)- 1 H-pyrazol- 1 -yljbenzenesulfonamide; 

4- [3 -cyano-5-(4-fluorophenyl)- 1 H-pyrazol- 1 -yljbenzenesulfonamide; 

4-[3-(difluoromethyl)-5-(3-fluo^ 

4-[5-(3-fluoro-4-methoxyphenyl)-3-(trifluoromethyl>- lH-pyrazol-1 -yljbenzenesulfonamide; 

4-[4-chloro-5 -p henyl- 1 H-pyrazol- 1 -yl] benzenesulfonamide; 

4-[5 -(4-chlorophenyl)-3 -(hydroxymethyl)- 1 H-pyrazol- 1 -yljbenzenesulfonamide; 

4- [5-(4-(N,N-dimelhylainino)pben>1)-3-(trifluoromethyl)- 1 H-pyrazol- l-yl]benzenesulfonamide; 

5- (4-fluorophenyl)-6-[4-(methylsulfonyl)phenyl]spiro[2.4]hept-5-ene; 

4- [6-(4-fluorophenyl)spiio[2.4]hept-5-en-5-yl]ben2:enesulfonaTnide; 

6- (4-fluorophenyl)-7-[4-(metbylsulfonyl)phenyl]spiro[3.43oct-6-ene; 

5- (3-chloro-4-nietooxyphenyl)-6-[4-(methylsulfonyl)phenyI]spiro[2.4]hep^ 

4- [6-(3-chlorcM^methoxyphenyl)spiro[2.4]hept-5-en-5-yl]benzenesulfonam 

5- (3,5-dichloro-4-methoxyphenyl)-6-[4-(methylsulfonyl)phenyl]spiro[2.4]hept-5-ene; 
S*(3-chloro-4-fluorophenyl)-6-[4-(methylsulfonyl)phenyl]spiro[2.4]hept-5-ene ; 

4- [6-(3,4-dichlorophenyl)spiro[2.4]hept-5-en-5-yl]benzenesulfonamide; 
2-(3-chloro-4-fluorophenyl>4-(4-fluoroph^ 
2-(2-chlorophenyl)-4-(4-fluorophenyl)-5-(4-m 

5- (4-fluorophen>d)-4-(4-methylsulfonylphenyl)-2-metbylthiazole; 
4-(4-fluorophenyl)-5-(4-methylsulfonylpte^ 

4-(4-fluorophenyl)-5-(4-methylsulfonylphenyl)-2-(2-thienyl)thiazole; 
4-(4-fluorophenyl)-5-(4-methylsulfonylphenyl)-2-benzylaminotMazol^ 
4-(4-fluorophenyl)-5-(4-methylsulfonylphenyl)-2-(l-propylamino)thiazole; 
2-[(3,5-dichlorophenoxy)methyl)-4-(4^ 

5 -(4-fluorophen yl)-4-(4-methylsulfonylphenyl)-2-trifluoromethylthiazole; 
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1- methylsulfonyl-4-[l,l-di^ 

4- [4-(4-fluorophenyl)- 1 ,1 -dimethylcyclopenta-2 ,4-dieu-3-yl]benzeaesulfonamide; 

5- (4-fluoropheiiyl)-6-[4-(methyisulfo^ 

4-[6-(4-fluorophenyl)spin>[2.4]hq>ta-4 > 6-dien-5-yl]benzenesulfonaniide; 

6- (4-fluorophenyl)-2-methoxy-5-[4-(m^ 

2- bromo-6^4-fluorophenyl>5-[4-(me^ 
6-(4-fluorophertyl)-5-[4-(methylsulfonyl)pbenyl]-2-phenyl-pyri 
4-[2-(4-methylpyridin-2-yl)^(ttifl^^ 

4-[2-(5.methylpyridin-3-yl)-4-(trifluoromethyl)- 1 H-imidazol- 1 -yl]benzenesulfonami de; 
4-[2-(2-methyIpyridin-3-y])-4^ 

3- [l-[4-(methylsulfonyl)phenyl]^^ 

2-[ 1 -[4-(metbylsulfonyl)ph6nyl-4-(trifluoromethyl)- 1 H-imidazol~2--yl]pyridine; 

2-methyi-4-[I-[4-(methylsulfo^ 

2-methyl-6-[ 1 -[4-(methylsulfonyl)ph^ 

4- [2-(6-methylpyridin-3-yl)-4-(triflu^^ 

2-(3,4-difluorophenyi)- 1 -[4-(methylsulfonyl)phenyl]-4-(trifluoromethyl)- 1 H-imidazole; 
4-[2-(4'methylphenyl)-4-(trifluororaethyI)- 1 H-imidazol- 1 -yl]benzene$ulfonamide; 
2-(4-chlorophenyl)- 1 -[4-(metbylsulfonyl)phenyl]-4-methyl- 1 H-imidazole; 
2-(4-chlorophenyl)- 1 -(4-(raethyl$ulfonyl)phenyl]-4-phenyl- 1 H-imidazole; 
2-(4-chlorophenyl)-4-(4-fluorophenyl)- 1 -[4-(methykulfonyl)phenyl]- 1 H-imidazole; 
2-(3-fluoro-4-metooxyphenyl)- 1 -[4-(methylsulfonyl)phenyK4-(trifluoromethyl)- 1 H-imida2ole; 

1- [4-(methylsulfonyl)phenyl]-2-phenyl-4-trifluoromethyl-lH-im 

2- (4-mefoylpheuyl>l-[4-(me^ 

4-[2-(3-chloro-4-methylphenyl)-4-(trifluorometbyl>l H-imidazol- 1 -yl]benzenesulfonamide; 
2-(3-fluorcH5-methylphenyl)-l-[4^me^^ 

4-[2-(3-fluoro-5 -methylphenyl)-4-(trifluoromethyl)- 1 H-imidazol- 1 -yI]benzenesulfonamide; 
2-(3-me%lpheiiyl)-l-[4-(methylsulfon^^^ 
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4-[2-(3-methylphenyl)-4-trifluoromethyl- 1 H-imidazol- 1 -yl]benzenesulfonamide; 
l-[4-(methyIsulfonyl)phenyl]-2-(3^hlOTOpbenyl)-4-trifJuorom 
4-[2-(3-chlorophenyl)-4-trifluoromethyl- 1 H-iraidazol- 1 -yl]benzenesuifonajnide; 
4-[2-phenyl~4-trifluoromethyl- 1 H-imidazol- 1 -yl] benzenesulfonamide; 
4-[2-(4-methoxyO-cMorophenyl)-4-t^ 
l-allyM-(4-fluorophenyl>3-[4-(me^ 

4-[ I -ethyt-4-(4- fluorophenyl)-5-(trifluorometbyl)- lH-pyrazol-3-yl]benzenesulfonamide; 

N-pheayl-[4^4 -fluorophen^^ 

yl]acetamide; 

ethyl [4-(4-fluorophenyl)-3^ 
yl]acetate; 

4-(4-fluorophenyl)-3-[4-(methylsulfonyl)phenyl]- 1 -(2-phenylethyl)- 1 H-pyrazole; 
4-(4-fluorophenyl)-3-[4-(niethylsulfonyl)phenyl]- 1 -(2-phenylethyl)-5-(trifluoromethyl)pyrazole; 

1- ethyl-4-(4-fluorophenyl>3^^ 

5^4-fluorophenyl)-4-(4-methylsulfonylphenyl)-2-1rifluorometbyl- 1 H-imidazole; 

4- [4-(methyisul fonyl)phenyl]-5-(2-tWophenyl)-2-(trifluorometbyl)- 1 H-imidazole; 
5^4-fluorophenyl)-2-metfaoxy-4-[4-(methylsulfonyl)phenyl]-6 

2- ethoxy-5~(4-fluorophenyl)^^ 

5- (4^fluOTt>phenyl)-4-[4-(methylsulfo^ 
2-bromo-5-(4-f]uorophenyl)-4-^ 

4- [2-(3-chloro-4-methoxyphenyl)-4,5Ktt^ 

1 -(4-f]uorophrayl)-2-[4-(methylsulfonyl)phenyl3benzene; 

5- difluoiomethyl-4-(4-methylsulfonylphenyl)-3-phenylisoxazole; 
4-[3-ethyl-5-ph<aiylisoxazol-4-yi]benzenesulfonamide; 
4-[5-difiuoromethyl-3-phenylisoxazol-4-ylJbenzenesulfonaraide; 
4-[5-hydroxymethyl-3-phenylisoxazol-4-yl]benzenesulfon 
4-[5-metbyi-3-phenyl-isoxazol-4-yl]benzenesulfonamide; 
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1 -[2-(4-fluorophenyl)cyclopenten- 1 -yl}-4~(methylsulfonyl)benzene; 
l-[2<4-fluoro-2-methylphenyl^^ 

1 -[2-(4-chlorophenyl)cyclopenten- 1 -yl]-4-(methylsulfonyl)benzene; 
I -p-^^-dichlorophenytycyclopenten- 1 -yl]-4-(methylsulfonyl)benzene; 

1- [2-(4-trifluoromethylphenyl)cyd^ 

1 -[2-(4-methylthiophenyl)cyclopenten-l -yl J-4-(methylsulfonyl)benzene; 

1 -[2-(4-fluorophenyl)-4,4-dimethylcyclopenten-l -yl]-4-(methylsuIfonyl)benzene; 

4-[2-(4-fluorophenyl)-4 1 4-dimethylcyclopenten- 1 -yl]ben*enesulfonamide; 

1 •[2-(4-chlorophenyl)-4 f 4-dimethylcyclopenten-l -yl]-4-(methylsulfonyl)benzene; 

442<4-chlorophenylH,4^itt^^ 

4-[2-(4-fluorophenyi)cyclopenten- 1 -yl]benzenesulfonamide; 

4-[2-(4-chlorophenyl)cyclopenten- 1 -yl]benzenesulfonamide; 

1 -[2-(4-methoxyphenyl)cyclopenten- 1 -yl] -4-(methylsulfonyl)ben2ene; 

1 -[2-(2,3 -difluorophenyl)cyclopenten- 1 -yl]-4-(methylsulfonyl)benzene; 

4-[2^3-fluoro-4-methoxyphenyl)cyclopenten-l-yl]ben2enesuIfonamide; 

H2^3^hloro^Hnethoxyphenyl)^ 

4-[2-(3-chloro-4-fluorophenyl)cyclopenten-l-yl]benzenesulfonamide; 

4-[2-(2-metbylp>ridin-5-yl)cyclopenten-l-yl]benzenesulfonamide; 

ethyl 2-[4-(4-flitorophenyl)-5-[4-(methylsulfonyl) phenyl]oxazol-2-yi]-2-ben2yl-acetate; 

244<4-fluorophenyl)-5-[4-(methylsu!fonyl)phenyl]oxazol-2-yl]acetic acid; 

2- (te^butyl)^<4-flu^^^ 

4-(4-fluorophenyl)-5-[4-(methyIsulfonyl)phenyl]-2-phenyloxa20le; 
4-(4~fluoit)phenyl>2-methyl-5-^ 

4-[5-(3-fluoro^-methoxyphenyl)-2-tri and 

7-[3^2-(cyclopiopylmethyl>3-metto^ 

dihydro-8-propyl-2H- 1 -benzopyran-2-propanoic acid. 
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1 1 . (Previously presented) A combination comprising a cyclooxygenase-2 selective 
inhibitor and a selective leukotriene B 4 receptor antagonist wherein the selective leukotriene B 4 
receptor antagonist is selected from the group consisting of Bayer Bay-x-1 005 ((R)-a- 
Cyclopentyl-4-(2^uinolinylmethoxy)benzeneacetic acid), Ciba-Geigy CGS-25019C 
(Benzamide, 4-[[5-[4-(anunoiminomethyl)phenoxy]pentyI]oxy]-3-methoxy-N^N-bis(l - 
methylethyl)-, (2Z)-2-butenedioate), ebselen (l,2-Benzisoselenazol-3(2H)-one, 2-phenyl), Leo 
Denmark ETH-615 (Benzoic acid, 4-[[[(3-fluorophenyl)methyl][4-(2- 

quinolinylmethoxy)phenyl]amino]methyip, Lilly LY-293U1 (Benzoic acid, 2-[3-[3-[(5-ethyl-4 f - 
fluoro-2-hydrox y[ 1 , 1 , -biphenyl]-4-yl)oxy]propoxy]-2-propy!phenoxy]), Ono ONO-4057 
(Benzenepropanoic acid, 2-(4-carboxybutoxy)-6-[[(5E)-6-(4-methoxyphenyI)-5-hexen>1]oxy]), 
Tenuno TMK-688 (Carbonic acid, 4-[5-[[2-[4-(dipbenylmethoxy)-l^piperidinyl]ethyl]aniino]-5- 
oxo-1 ,3-pentadienyl]-2-methoxyphenyl ethyl ester), Boehringer Ingleheim BI-RM-270 (2- 
Benzoxazolamine, N-[(lS)-2-cyclohexyl-l-(2-pyridinyl)ethyl]-5 -methyl), Lilly LY 213024 
(Benzenepropanoic acid, 5-(3-carboxybenzoyl)-2-(dccyloxy)), Lilly LY 264086 (9H-Xanthene-4- 
propanoic acid, 7-carboxy-3-(decyloxy)-9-oxo), Lilly LY 292728, Ono ONO LB457 
(Benzenepropanoic acid, 2-(4-carboxybutoxy)-6-[[(5E)-6-(4-methoxyphenyl)-5-hexenyl]oxyl), 
Pfizer 105696, Perdue Frederick PF 10042 (PyrroUdine, l-[5-hydroxy-5-[8-(l -hydroxy-2- 
phenylethyl)-2-dibenzofuranyl]-l-oxopentyl]) 5 Ehone-Poulenc Rorer RP 66153 (2- 
Thiopheneheptanoic acid, a,a-dimethyl-3-(3-phenylpropyl)), SmithKline Beecham SB-201 146 
(2-Propenoic acid, 3-[6-[[(3-aminophenyl)sulfmyl]methyl]-3-[[8-(4- methoxyphenyl)octyl]oxy]- 
2-pyridinylK (2E)), SmithKline Beecham SB-201993 (Benzoic acid, 3-[[[[6-[(lE)-2- 
carboxyethenyl]-5-[[8-(4-methoxyphen^ Searle 
SOS3228 (2H-t-Benzopyran-2-propanoic acid, 7-[3-[2-(cyclopropylmethyl)-3-methoxy-4- 
[(methylamino)carbonyl]phenoxy]propoxy]-3 y 4-dihydro-8-propyl-, (2S)), Sumitamo SM 15178 
(P-Alanine, N-[[6-[(4-acetyl-2-ethyl-5-hydroxyphenoxy)methyl]-2- pyridinyl]carbonyl]-N-ethyl), 
and American Home Products WAY 121006 ([l,l f -Biphenyl]-4-acetic acid, 2-fluoro-4*-(2- 
quinolinylmethoxy)); and 
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wherein the cyclooxygenase-2 selective inhibitor is selected from the group consisting of 
4-[5-(4-chlorophenyl>3-(trifluoro 

4-[5-(4-methylphenyl)-3-(trifluoromethyl)- lH-pyrazol- 1 -yl]benzenesulfonamide; 
4-[5-(3-fluoro-4-methoxyphenyI)-3-(difluoromethyl)-lH-pyrazol- 

3- [ 1 -[4-(methy] sulfonyl)phenyl]-4-trifluoromethyl- 1 H-imidazol-2-yl]pyridine; 
2-raethyl-5-[ 1 -[4-(methylsulfonyl)phenyl]-4-tri fluororaethyl- J H-iraidazol-2-yl]pyridine; 

4- [2-(5 -methylpyridin-3 -yl)-4~(trifluoromethyl)- 1 H-imida20l- 1 -yl]benzenesulfonamide; 
4-[5-methyl-3-phenylisoxazol-4-yl]benzenesulfonaniide; 

4- [5 -hydroxymethyl-3 -phenylisoxazol-4-yl]benzenesidfonamide; 
[2-trifluoromethyl-5-(3,4-difluorophenyl^ 
4-[2-methyl-4-phenyl-5-oxazolyl]benzenesiilfonamide; and 
4-[5-(3-fluoro-4-methoxyphenyl-2-^ 

12. (withdrawn) The combination of Claim 1 1 wherein the selective ieukotriene B 4 
receptor antagonist is selected from the group consisting of Bayer Bay-x-1005 ((R)-a- 
Cyclopentyl-4-(2-quinolinylraethoxy)benzeneacetic acid), Ciba-Geigy CGS-25019C 
(Benzamide, 4-[[S-[4^aminoiminomethyl)phenoxy]pentyl]oxy]-3-methoxy-N,N-bi$(l - 
methylethyl)-, (2Z)-2-butenedioate), ebselen (l,2-Benzisoselenazol-3(2H)-one, 2-phenyl), Leo 
Denmark ETH-615 (Benzoic acid, 4-[[[(3-fluorophenyl)methyl][4-(2- 

quinolinylmeth<>xy)phenyl]atnino]methyl]), Lilly LY-2931 11 (Benzoic acid, 2-[3-[3-[(5-ethyl-4 B - 
fluoro-2-hydroxy[l,l'-biphenyl]-4-yl)oxy]propoxy]-2-propylphenoxy]), Ono ONO-4057 
(Benzenepropanoic acid, 2-(4-caiboxybutoxy)-6-[[(5E)-6-(4-methoxyphenyl)-5-hexenylJoxy]), 
and Terurao TMK-688 (Carbonic acid, 4-[5-[[2-[4-(diphenylmethoxy)-l- 
piperidinyl]ethy]3amino]-5-oxo-l f 3-pentadienyl]-2-methoxyphenyi ethyl ester). 



21 



PAGE 2201 * RCVD AT 5/23/2005 6:42:06 PM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/4 < DNIS:8729306 1 CSID:3142314342 * DURATION (mm-ss):09-16 



HAY-23-2005 HON 05:46 PM SENNIGER POWERS 



FAX NO. 3142314342 



P. 



PHA 4142.2 (2891/3) 
PATENT 

1 3. (withdrawn) The combination of Claim 1 1 wherein the cyclooxygenase-2 selective 
inhibitor is 4-[5-(4-methylphenyl)0^trifluorometh^ benzenesulfonamide or a 
pharmaceutically-acceptable salt thereof. 

14. (withdrawn) The combination of Claim 1 1 wherein the cyclooxygenase-2 selective 
inhibitor is 4-[5-methyl-3-phenylisoxazol«4-yl]benzenesulfonamide or a pharmaceutically- 
acceptable salt thereof. 

15. (Previously presented) The combination of Claim 1 1 wherein the cyclooxygenase-2 
selective inhibiior is 4-[5-(3-fluoro-4-methoxyphenyl)-3-(difl^ 

benzenesulfonamide or a pharmaceutically-acceptable salt thereof. 

16. (Previously presented) The combination of claim 1 1 wherein the cyclooxygenase-2 
selective inhibitor is 4- [5 -(3-fluoro-4-methoxypheny])-3-(di fl uoromethyl)- 1 H-pyrazol- 1 -yl] 
benzenesulfonamide and wherein the selective leukotriene B 4 receptor antagonist is 7-[3-[2- 
(cyclopropylmcthyl>3-methoxy-4- [(methylamino)carbonyl]phenoxy]propoxy]-3 i 4-dihydro-8- 
propyl-2H-l-beozopyran-2-propanoic acid. 

17. (Cancelled) 

18. (Cancelled) 

19. (New) A combination comprising at least 100 mg of a selective leukotriene B 4 
receptor antagomst and at least 35 mg of a cyclooxygenase-2 selective inhibitor selected from 
Taisho NS-398 (Methanesulfonamide, N-[2-(cyc]ohexyloxy)-4-nitrophenyl]) ) meloxicam (2H- 
l,2-Ben2:othia2ine-3-carboxamide, 4-hydroxy-2-methy]-N-(5-methyl-2-thia2olyl)- > 1,1 -dioxide), 
flosulide (Methjmesulfonamide, [6-(2,4-difluorophenoxy)-2,3-dihydro-l-oxo-lH-inden-5-yl]) > 
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Merck MK-966 (2(5H)-Furanone, 4-[4-(methylsulfonyl)phenyl]-3-phenyl), Merck 1^752,860, 
compounds of Formula I 



wherein A is a substituent selected from partially unsaturated or unsaturated heterocyclyl 
and partially unsaturated or unsaturated carbocyclic rings; 

wherein R 1 is independently selected from the group consisting of heterocyclyl, 
cycloalkyl, cycloalkenyl and aryl, wherein R ] is optionally substituted at a substitutable position 
with one or more radicals selected from alkyl, haloalkyl, cyano, carboxyl, alkoxycarbonyl, 
hydroxy!, hydroxyalkylj haloalkoxy, amino, alkylamino, arylamino, nitro, alkoxyalkyl. 
alkylsufinyl, halo, alkoxy and alkylthio; 

wherein R 2 is methyl or amino; and 

wherein R 3 is a radical selected from hydrido, halo, alkyl, alkenyl, alkynyl, oxo, cyano, 
carboxyl, cyanoalkyl, heterocyclyloxy, alkyloxy, alkylthio, alkylcarbonyl, cycloalkyl, aryl, 
haloalkyl, beterocyclyl, cycloalkenyl, aralkyl, heterocyclylalkyl, acyl, alkylthioalkyl, 
hydroxyalkyl, alkoxycarbonyl, aTylcarbonyl, aralkylcarbonyl, aralkenyl, alkoxyalkyl, 
arylthioalkyl, aryloxyalkyl, aralkylthioalkyl, aralkoxyalkyl, alkoxyaralkoxyalkyl, 
alkoxycarbonylulkyl, aminocarbonyl, aminocarbonylalkyl, alkylaminocarbonyl, 
N-arylaminocaibonyl, N-alkyl-N-arylaminocarbonyl, alkylaminocarbonylalkyl, carboxyalky], 
alkylamino, N-arylamino, N-aralkylamino, N-alkyl-N-aralkylamino, N-alkyl-N-arylamino, 
aminoalkyl, alkylaminoalkyl, N-arylaroinoalkyl 9 N-aralkylaminoalkyl, N-alkyl-N- 
aralkylaminoalkyl, N-alkyl-N-arylaminoalkyl, axyloxy, aralkoxy, arylthio, aralkylthio, 
alkylsulfinyl, alkylsulfonyl, aminosulfonyl, alkylaminosulfonyl, N-arylaminosuIfonyl, 
aiylsulfonyl, N--alkyl-N-arylamino$ulfonyl, 




(I) 
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and phannaceutically-acceptable salts of Formula I. 

20. (New) The combination of claim 19 comprising 100 to 2,000 mg of the selective 
leukotriene B 4 receptor antagonist and 35 to 700 mg of the cyclooxygenase-2 selective inhibitor. 

21. (New) The combination of claim 19 comprising 100 to 1,400 mg of the selective 
leukotriene B 4 receptor antagonist and 35 to 500 mg of the cyclooxygenase-2 selective inhibitor. 

22. (New) The combination of claim 19 comprising 175 to 700 mg of the selective 
leukotriene B 4 receptor antagonist and 35 to 350 mg of the cyclooxygenase-2 selective inhibitor. 

23. (New) The combination of claim 21 in a unit dosage form. 

24. (New) A combination comprising at least 0,5 milligrams of a selective leukotriene 
B 4 receptor antagonist per kilogram of body weight per day and at least 0.5 milligrams of a 
cyclooxygenase-2 selective inhibitor per kilogram of body weight per day, the cyclooxygenase-2 
selective inhibitor being selected from Taisho NS-398 (Methanesulfonamide, N-[2- 
(cyclohexyloxy)-4-nitrophenyl]) ? meioxicam (2H-l J 2-Benzothiazine-3-carboxamide > 4-hydroxy- 
2-methyl-N-(5-methyl-2-thiazolyl)-, 1,1-dioxide), flosulide (Methanesulfonamide, [6-(2,4- 
difluorophenoxy)-2,3-dihydro-i-oxo-lH-inden-5-yl]), Merck MK-966 (2(5H)-Furanone, 4-[4- 
(methylsulfonyl)phenyl]-3-phenyl) f Merck L-752,860, compounds of Formula I 
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wherein A is a substituent selected from partially unsaturated or unsaturated heterocyclyl 
and partially unsaturated or unsaturated carbocyclic rings; 

wherein R* is independently selected from the group consisting of heterocyclyl, 
cycloalkyl, cycloalkenyt and aryi, wherein R l is optionally substituted at a substitutable position 
with one or more radicals selected from alkyl, haloalkyl, cyano, carboxyl, alkoxycarbonyl, 
hydroxyl, hydroxyalkyl, haloalkoxy, amino, alkylamino, arylamino, nitro, alkoxyalkyl, 
alkylsufinyl, halo, alkoxy and alkylthio; 

wherein R 2 is methyl or amino; and 

wherein R 3 is a radical selected from hydrido, halo, alkyl, alkenyl, alkynyl, oxo, cyano, 
carboxyl, cyanoalkyl, heterocyclyloxy, alkyloxy, alkylthio, alkylcarbonyl, cycloalkyl, aryl, 
haloalkyl, heterocyclyl, cycloalkenyl, aralkyl, heterocyclylalkyl, acyl, alkylthioalkyl, 
hydroxyalkyl, alkoxycarbonyl, arylcarbonyl, aralkylcarbonyl, aralkenyl, alkoxyalkyl, 
arylthioalkyl, aryloxyalkyl, aralkylthioalkyl, aralkoxyalkyl, alkoxyaralkoxyalkyl, 
alkoxycarbonylalkyi, aminocarbonyl, aminocarbonylalkyl, alkylaminocarbonyl, 
N-arylaminocaibonyl, N-alkyl-N-arylaminocarbonyl, alkylaminocarbonylalkyl, carboxyalkyl, 
alkylamino, N-aiyl amino, N-aralkylamino, N-alkyl-N-aralkylamino, N-alkyl-N-atylamino, 
aminoalkyl, alkylaminoalkyl, N-arylaminoalkyl, N-aralkylaminoalkyL, N-alkyl-N- 
aralkylaminoalkyl, N-alkyl-N-arylaminoalkyl, aryloxy, aralkoxy, aiylthio, aralkylthio, 
alkylsulfinyl, alkylsulfonyl, aminosulfonyl, alkylaminosulfonyl, N-arylaminosuIfonyl, 
arylsulfonyl, N- alkyl-N-arylaminosulfonyl, 

and phaimaceuticaliy-acceptable salts of Formula L 

25. (New) The combination of claim 24 comprising about 0.5 to about 100 milligrams 
of the selective leukotriene B 4 receptor antagonist per kilogram of body weight and about 0.5 to 
about 20 milligrams of the cyclooxygenase-2 selective inhibitor per kilogram of body weight. 
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26. (New) The combination of claim 24 comprising about 10 to about 100 milligrams of 
the selective leukotriene B 4 receptor antagonist per kilogram of body weight and about 0.5 to 
about 10 milligrams of the cyclooxygenase-2 selective inhibitor per kilogram of body weight. 

27. (New) The combination of claim 25 in a unit dosage form. 
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